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Application No,: 10/019,049 
Inventor: Rosenberg ^ ai. 

R€ply to Office Actioa of 13 Mar6h 2006 
Docket NO;: 04^0/01221 

RERiaUgS/AR<SPM^^ 

Claims 4-S are pending. 

Rejection under 35 use §103 

Claims 4^8 are rejected for allegedly bdng obvious over WO 99/00131 ;<h6rdnsdW 
"Krape'O in light of Remon et al. AppKcants respect 

To establish prima Jade obviousness, the Ejcaraoner mu$t show in the pnor art some 
suggestion or motivation to malce the claimed invention, a reasonable ^isT^pectatioh for sud^dss iii 
doing so^ and a teaching or suggestion of each Claim element (S^e, e,g,. In re /Irte, 837 F 
1071, 5 USPQ2d 1596 (ted. Cir* 1988); /n re 958 F.2d 34^^^ 

1992); In re Merck & Q>„ Inh,, 800 F.2d 1091, 231 USPQ 375 ^ed. Cir. 1986); r^ J^^ 
490 F.2d 981, 180 USPQ 580 (CCFA 1974)). Most inyenfiohs arise fiom a bombaj^ctobfi^^ 
elemeots and each elemieBit may often be found m the priisp aft (i>i >e jtoij^; 149i:iF:3d!l3i^ei, 
1357 (Fed. Gir- 1998)X Howev^, mere idaitificatiaa in tiie pnor ^ iof eaeh ei^ - 
itisuflScient to def^ the patentability of the combined sobjcct mattear as a \ii4M)ie (fl?: at 1355-^^ 
1357). Rather, to establish ^ prima facie case of obvioHSiiess based on a combmaid^^^;^^^ 
dements disdosed in Ae prior art, &e Examinier mu^ 

that it would have been obvious to make the claimed inva^ M jpiafstice; i^^^ 

that the ExanMner "explain Ibe reasons (me of 

to select the referencies and to Combine them to render the claimed invesation cAviaus" {f£ ^ 

1357^59). This entails consideration of both the "scqpe and content of tfe priori art** aid levW of • 

ordinary sIdU in the pertment ait" aspeds of the Gra/^ > , 

Claim4rec!testhefi>ll6wing: ; ' . ■ ^ 

, A process for producing a solid or seniisolid prepaxation which is .$uli»$ta2itiahy • 
fiee of volatflc organic solvent, said prqjaration ccHnprisii^ paztKxdiii^ of 
its physiologically accejrtable sails in the form, of a nioledtfl^ d^pe^ 
pliannaceutically acceptable mabrix materiid . w^ 
synthetic p61)iner having; a glass transit^ 
state, . . 

x;vMch process comiMiises Ae p^ox^^ 
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. bemg mixed to give a homogeneous melt in an extruder and subsequently beiiig 
sh^>ed. 

To estrf)lish pHma faoie obviousness of a claimed inv^tiofi, all the claim liirii^tioiia 
must be taugjit or suggested by Ifai^ prior art (.^6^, In re Royka, 490 981, 180 tJSPQ 
(CCPA1974)). 

Applicants respectfully assert tbe dted art refeumces fell to teadi ^1 the limitatidis of tfee 
instant claimed invention. Hie cited art fails to teach at le^ the fi^llowin^ 

1) paroxetine ox one of jts physiologicaHy acceptable salts in die form of a mdiecular 
dispersion in a pharmaa^eutically acceptable matrix material whicb ; cpmimses a 
completely synlhdic polymer having a glass transition temperature of >^e in the., 
anhydrous state; and 

2) the paroxetine or one of its salts and the matrix mat^^ ^being mi:Ked to giv^ a 
homogeneous melt in ^ extruder and subsequently being shaped^ 

AcoOTdingJy, Appticanls respectfully request wMidrawal of the 103 relecfiSh. 
allowance of claim 4-8. : 
In the Office Action of 13 March 2006, the EitoiniBr asserts the following: / 

the review article by R«non et al., disdoses that the most popular method of 
foraiing pellets ftom a melt is by extrusion (see page 132, left column and first 
flill paragn^h; and pa^ 134, teft column 9nd first paraLgraph) 

i^licants have reviewed the dted art reference for the subject matter referred to bylhe : 
Examina- and respectfully submit that the dted art ie^sxenee ^s to teadi, siiggesixr ^sdbse a 
melt as indicated by the Exatmno: but in cwnplete c(»]iFast in^ead teadhes ^be t^^fsj^^i^ of i 
wet mass. The Exanmnfar is directed to page 132, the sentences hrid^n^ the left and m^t 
columns which state used a continuous grarmlator to prepaie the w^^ mass* anif. 

''[d]uring the gtanulaticm step tibe ev^porataon of th^s^ fluid phase $tx>is^d be res(ii«^ tp ^ 
miramum," and to page 134, first s»t«ic^ wh«?ein the dted art iefci?^^ is tl^ 

shaping of the wet mass mto;l^ rods." Accwtogly, Apjplicaats re^>ecfcfidly si*mft Ihat the. 
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art reference cited by the Examinier does not teadi that tibe most popular; method of forming: 
pellets is by melt extrusion^ bat ralher by wet mass extrusion-^heronizaiion; 

Moreover, AM>Iicants respectftilly assert that one of ordinay ^ in &e art wowld lave 
known that m^t extrusion and wet mass extrusion-spheromzation are two complc^y separate 
methods for foming pellets such that there is no motiy^on to select this referetooe for 
combination. Wet mass extrusionrspheronization has the recfoiremeiit fik* w«^ ac^ an 
energy intenave atw! time consunirihg drying process after extrusion, Mek extrua<m ori; 1^ <^kx 
hand uses molten binders indeed of wata- and pnyviides for a jdqk vmtotni 
particles. Inviewthereoif» tfaCTeissimplyziomotivaticmtocombixii^ 

Therefore, because Kmxon et al. does not teach ''tibat fhenaostpoptOarixfet^ (^ibmiing 
pdlet ftom a melt is extmsi^n" (Office Action 13 March 2006, page 6) and fails to teadh a "indt* 
as known to one of ordinary sfcttl in the art, Applicants respectfully request wtflkltaw^ of the 
instant rgection fijr ^lure to establish prima facie obviousness. Eavorable^actibn ii$ solicited.: 

Timing now to Kf^e; t&is dted art reference teadies two alternatives, for txrigpariiig.^^^ 
state dispersions of paroxetine. First, in the so-called •'sohition method^'' the active io^redknt is 
dispersed in a water-soluble canior by dissolving a {^ysical nuxtur^ contan^ the 'abtiY^ 
ingrediMt and Ae phamwoeuticsdly aiDcept^le carrier in a camsoaon <Ms;anic solvent, md tfien 
removing the solvMt by efv^ratioto. The aforraejrti<Mied is not a mell ^roces$> 

The second process is the sCM::all6d "fiiston** or "mdt" proc^- This p^k^ss iidv^yes 
contacting a wat«r-solubfe pharaiaceulically accq)table polymeric canier witii paroxetine free 
base and heating the mixture to form a mohen homogenous tnek. Next, die indt contacts 
hydrogen chloride to form the hydrochloride of paroxetine. Lastly, the nielt is cooled to form fhb 
solid state dispersion. Applicants req)e<^fidly direct the Examiner to page 4, lines 17-24 wherein 
Krape teaches that flhe phanuaoertically acceptable carrier has a melting|X)iM^gnific^^ 
than that of anhydrous paroxetine hydrocldoride which allows for die practice of th^^ j^ at 
teiiip^^tures substantially lower than the melting point of paroxetine hydrochioiide. 

Because the mdting point of anhydrous paroxetine hydrodiloride is appmxiina^ 
1 18*^0, one of ordinary skill in the would have known thait Kt&pe faili to teach, sugg^ or 
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disclose the use a polymer having a glass transitftm ti^perature > 90**© m Ihe '^ft^on^: process. 
The Examples of Krape provide further evidence of the fafhire to teaii, suggest: or discloSe a: \ . 
polymer having a gla^ transition ten[9>erature > 96^C because wheoevfer the "fosion" prdcess . 
was used, i.e., Examples 1, 14, 15 mi 16, PEG-8000, aptolyineric carrier wMch does not l&tye-a 
glass transition temperatuipe of > 90 ^'C, was enqployed Additioiaany, aad dissindlar to the 
extrusion of the instmt claimed invention's homoge^us melt in an extruder, the " 
aforementioned "fusion" process of 

Aocwdingjy, Kxape &ils to teach, suggest or disclose formiag thfe ir«^ an extniScr and 
requires &at the mdt is f<mncd with a ftoaimaceuticdly aocqrtibie cai^^ hsmhg a m^Mi^jpoixrt 
signiiBcantly lower than that of anhydrous paioxetinehydiocU 

Consequently, one of oniinary ddll in the art would \ 
wet mass extrusioh-sphcwonization of Jfxmim al. with the flksk fi>fmM "fusi<m^ jiiooess/of i 
Krape with the e3q>€k:tali<m for success pi^ 

In li^ of the idforaneationed^ the Examiner's rejec^pn apiite^ to be based oif ah : • 
"obvious to try standai:d ta&er than flie requi^te Graham factors, Kr^ and Rerbon et al. give . 
no indic^on of which critical paramet«s can be modified and provide no dixecfion is to which 
consolation and/or modification of parameters is likely to be successiiiil (See e,g^; Jn ^ re 
OTarrell, S53 F.2d 894, 903 (Fed. Cir, 1988). Indeed, the Specificdly teaches iat the \ 
phannac€^cally acceptable earner has a melting point significantly lowcgr than tiiat o^ *. 
anhydrous paroxetine hydrociiloride is critiGal, dissimilar to the required >9(yNC required of 
instmt claim 4. In feet, the experimaatal examples contained in Kr^ that use ftie *^fi^ion" 
process all use PEG 8000 whi<* does not have a glass transiti^ teti^jeiatoe of > 90 
Further, Remon et al. teaches the criticality of resstricting fluid eventration daring gramjlatiprivof / 
the wet roass extrusion-spheronization process and teaches the benefits^^f codiing to piev^t . . 
such eviration during granulation. Hius, one of ordinary ^11 in the ait would haVe bc^ 1^ 
away fixHn the instant claimed inv^ons by the combkiatiOtts and modi^catlons i^t<q)0unded by. 
the Examiner. 

In this regard, the iPedeial Circuit in In re Fulton stated tiat a dtcd art itefeMic^ thai 
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criticize, discredits, or otherwise discourages the soto«on daimed teadies a\vay (391 F.3d 1 i9§i 
1201 (Fed Cir. 2004)). Indeed, for example, Krapc is replete with insthic^^ wh^i^; the iise 
of paroxetine or one of its physiologically acceptable salts k «ie fonn of a m^rffeoqlar dispe^ 
in a phtomaceutically accqrtabte matrix material which conqxises a con^teely syhAetic 
polymer having a glass transition tenipeiBture of >90T in the anhyAoiEj state^ is dispoorag^ 
discredited (e.g. Examples 1, 14, 15 and 16) and as such, because thovthis dted art iefS^e 
teaches away from the instant invention, the ExamiijMer's r^ectim ^aog kxape in cdiM>ination 
with R^od ct ai: is improper. Because it is improper to combine i%fi^ces i^tliesr^ 
refer«ices teach away from their combin^oh, the Examiner is in otdt in iandymg Kiiape and 
Remon et al* in an obviousness^ie|ecti6n (See eg;. In re Grass€UU 7l3 F.2dl 731, 743'(Fe& Girw^ 
1983));. 

Additionally, known compositions do not render an invisnti(^ obvious samf^ beciause 
they could be combined; to establish a prinrn faide case of obviousness, the Efeasaaer 
provide a rationale fin: said combination. The mere, feet that references can b€j or 
modified does not render the resultant pombination obvious unless the cited ^ also^uggests thb 
dearabiKty of the comfeiniation {In Mills, 916 F.2d 680 (Fed Cir. 1990); i/k^to^ 
question regarding wheflier to combine refeyesices must be oemplete; It must be, based oo 
objective evidence of record. This precedent has been reinforced in myriad decisi<*i ;ia^ 
cannot be disregarded^ Apjdicants assert that the^e is no motivation to cdmhine the i^Sed ait 
references the Examiner has used as a basis for the § 103 rejection. Ref<aring agai±t to the^cts 
described above wherein the "fusion" process teachings and fexan^fe d^ of Ki^ do jiot 
provide motivation to use it to practice the instant invention. Moriel^eciflcaUy^ <:»Qex>f oidm^ 



See, e^, Brvwn d miiiamson Tohqceo^ Ck^rp. y. PhO^ Morris Inc., 229 TM 1120, 1 124-25 (Fled Cir. 20d0) ("k showing 
of a Aigs«Stion, teachiiig, oir oaotivBtioii to combine <!xe prior art reforenoes is an 'edseotid oottjponertt of an obvkwsijlcs^ 
hofcfin^ (quoting an Bard, Inc., v. M3 Systems, Inc. 157 F.3d 1340, 1352 (Fed. Or. 19^8)); In re Dahbi^&k 175 FJd 
994, 999 (Fed Ck 1999) COur case law ncwdkes clear pst the best defense agem^ flic subde but po^erMmnu^pa ot^ ,: 
hindsigirt-based obviouaiew iaoalyiiis is rigorous appFiC^OB of Uie xt^^uiraBent for a sbowing of Ae teaf*iiig^'mo«S\«te ' 
to oombiiie prior m lefcraices."); In re Dance, 160 F3d 1339, 1543 (Fed Cir. 1998) C^ftcrt iniisi be some Hiothralioo, . 
suggestion, or teacfaiog of tihtedcsfflabaity of making the q)ecific coinbhiation tfwtt >^ made by' file applkarrf"); //? Fine, 
837 R2d 1071, 1075 (Fed, Cir. 1988) (^teachiogs of references Cfflt be combined fflfly if Acre ;dQnx s^h^ <^ 
inceodve to do so.") (esnphads in original) (qiiotii^ ACSHosp. Sjys., Inc. v. Mdp^^fv Hi^^ 732 kZd iSTi 157? "(Ecjd 
Cir. 19S4)). . 
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skill in the art wodd not have been motivated to combine the loWer toi^p^ature fla^ "fosioii" 
process of Krape with fte prefejably cooled wet mass extru^on^eraiuzation p^^^ ct al. 

with the expectation for success. 

In accordfimce with ttwei above, the prior art must also provide a t^asoriMe ^q^^^ of. 
success (5^e e.g., Boehringer Ingelheim Vetmedica, Inc, v. SOtenn^Plmigh V3A 
133d, 1354 (Fed. Gir. 2003) "A showing of obviousness requires a nwrtivation or sn^e$ti<Mi %b 
combine or inodify prior art references, coiqiled wifli a reascmable expectation of stt<»^^ 
AdditionaUy, the court in In re OTarrett held the daimed method would have b«n obviiy^ 
the prior art relied upon because, in part, there was evidence sug^st&ig tfeasKkBfii^ w:6uid 
be succ^sful. Ahematively; evidence showing there was no reasonable e»pect»fibii of 
may support a conclusion of ndiMobviousness {In re Rimhm, 531 P.2d 1048 (CGPA 1976X5^ 
a&o, M?EP 2143,02). In accordance with that stated above^ the use of a pwsfeddy 
mass exttusion-spheronization combined wiOi the low tenq)eratttre flai^ "fusion'' process ifidb tp 
provide ttie recpaired reaS€»id)te eocpectation of success. Gonsequ^y/assuin^ 
on^ of ordinary skill in the would have been motivated to ccmbine Kr^ and jRemon; et al^ this 
combination would still have be«:i irnproper because fliere would have be^ no ie^^ediation of 
success for praic^cing &e iristaiit invis^ 

In sum, because of the ^ve, Applicants beifieve the Examiner has qigaged in ptpfiaited 
hindaght reasoning to arrive at the present invention. To imbue one of oidioiary skill in the art 
with knowledge of the iavention in suit, when xio pdor art refererice bir refcimces of 
convey or suggest that knowledge, is to fell victhh to Ae iosidiotw effect of a hindsij^t 
syndiome wherein that which only the inventor taught is used against its ttaeuter Gore & 
Associates, Inc, v. Garlock, In^., 721 F.2d 1540 (Fed, Cir. 1983)). 

Accordin^y, because Kr^ and R«non et al- fail to teach, suggest or disdose to ih^ 
claimed inv^on, alone or in combination, and in fact teadx away fiom use of par^^xt^^ 
one of its physiolpgicaHy acceptable salts in the fonn of a mglCCTla^ di^>emtm m a^^ 
pharmaceutiGally acceptable inatrix material which comprises a oofospl^^ 
having a glass tnmgition tanperatore of >90*<2 in flic aidiydrous st&t«, and Hie paroxetine or ooe 
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of its salts and the malxix inaterial being mixed to give a iK^ogeheous in an eitni<leF £^ 
subsequOTdy being shaped, these dted art references camol be . combined i^ raie mainjfer 
suggested by to Examiner to successfully {practice the instant claimed mv^W "WiM^m^pf 
ihe Exatxiinex's rejection is heie^ 
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AppKcants respectfully siAmit that fte present ^Hcatioii is in conditipn fdr aik>w^»c^ 
which action is courteously tequested. Please chmge tl»e one^moath extension fee i» tl» 
card listed on the enclosed Fonn PTO-2038. Please chaiige any shortage hx ife^ M 
comiectioia xvith the niing of Mi psper to Deposit Account 14.14i3X Please <^t;:^y;eaEties^ 
fees to such aoeouttt. 



Respectfully sdbaiifted;, 




Todd K, Samebnan 
R^strationNo.: 53,547 



. NOVAK PRUCE DEmCA & QDIGG; LIJP V 
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